[The mechanism of a new anthracycline antitumor agent: 1,4-bis [2-(2,2-dimethyl-oxazolidin-3-yl)ethylamino]-1,4-didehydroxy-eta pyrromycinone(AD-89)].
Agarose gel electrophoresis and spectroscopy were used to investigate the interaction of AD-89 with DNA. The effect of drug on intact cell DNA was evaluated by using alkaline elution technique. The results showed that AD-89 decreased the mobility of supercoiled PUC9 DNA significantly. The interaction of calf thymus DNA with AD-89 led to the red shift of the peaks of absorption, and the greater the ratio of DNA/AD-89 was the greater the red shift would be. These results are similar to those of mitoxantrone (DHAQ) and thus suggest that AD-89 is an intercalator. The results of alkaline elution showed that AD-89 produced single-strand breaks at high dose. In contrast to DHAQ, AD-89 did not produce protein-associated breaks. AD-89 produced significantly DNA interstrand cross-linking at 5 and 10 mumol/ L. It also produced DNA protein crosslinks. These results demonstrate that AD-89 is an intercalator and can produce DNA interstrand cross-linking.